These case series and animal experimentations are consistent with Bouwes-Bavinck and Weaver's hypothesis'0 that the Moebius and other oromandibular-hypogenesis syndromes, including Hanhart's and hypoglossia-hypodactyly syndromes, result from interruption of embryonic blood supply with the extent and nature of the associated defects dependent on the specific location of vascular insufficiency. Added credence to the case series, animal experimentation, and the above hypothesis is given in cases of oromandibular-limb hypogenesis syndrome, including the Moebius syndrome, after chorionic villus sampling at 56 to 66 days' gestation." The authors' contention that drug intake during pregnancy could be associated is probably misdirected. The drugs associated with their articles were Meclizine, an antihistamine drug, and Bendectin, which have been shown to be non-teratogenic. The consanguinity noted by them in previous reports is also probably coincidental, although congenital seventh and sixth nerve palsies unassociated with limb deficiency have been well recorded in some cases to be monogenic in nature, either autosomal dominant or X linked recessive.1213
In the first three years of the study most of the referrals were from the families with a positive history. However, after the initial interest waned, and recall of patients seen before the discovery of the fragile X chromosome ceased, the number dropped dramatically to be replaced by a majority of single case referrals. Overall, the incidence of positive fragile X cases was noted in 33.5% of the total referrals. The number of births in the Cape Town hospital area is approximately 25 000 per annum. In the 10 year period studied, 250 000 children were in the age group for referral. If the incidence is taken as 1 in 1000 we would have expected 250 cases of fragile X over this period. Only 47 cases were detected.
The question asked by Webb and Bundey' was whether the incidence of fragile X had fallen off, or was more education of hospital staff required. In our situation the majority of referrals are from hospital clinics (neurology, developmental clinic, and our own genetic clinics where the staffhas remained fairly stable during the time period in question. It would seem more likely that the original rush of enthusiasm which heralded this condition also produced a falsely raised incidence based on the initial positive chromosome results.
In my own experience an incidence of 1 in 5500 would be a more accurate figure, based on the positive reults compared with the population. As there are also a great number of home deliveries in this region which are hard to monitor, the figures I have quoted are approximate but would, if anything, serve to produce an even lower incidence than I have estimated. It would be interesting and informative if other centres could estimate an incidence figure for their region based on positive chromosome results over a specific time span in relation to the population in their area. 
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